Experimental Section 1) Materials and Instruments. The investigated peptides, N-terminally acetylated and C-terminally amidated, were supplied by GL Biochem (Shanghai) or Sangon Biotech (Shanghai) at >95% purity.
All peptides were supplied with analytical chromatograms and mass spectra to confirm the identity and purity. Other chemicals were purchased from major suppliers such as Sigma-Aldrich (Beijing) and J&K Chemical (Guangzhou). U87 cells were purchased from CoBioer Biosciences CO., LTD (Nanjing, China). Dulbecco's Modified Eagle Medium (DMEM) with high glucose and phosphate buffered saline (PBS) were obtained from Thermo Scientific (Beijing, China). Eppendorf tubes (1.5 mL), 24-well chambers and cell culture dishes were purchased from JET BIOFIL (Guangzhou, China). MTT was purchased from Sigma-Aldrich. Ultrapure water was used throughout the experiments. Analytical and semi-preparative HPLC was performed using a SHIMADZU system equipped with a prominence LC-20AD solvent delivery unit, a prominence DGU-20A3R degassing unit, a prominence SIL-20A autosampler, a prominence CTO-20A column oven, and a prominence SPD-M20A photodiode array detector. A HITACHI U-3900H UV/Vis spectrometer was used for measuring peptide concentrations. A Bruker En Apex ultra 7.0T FT-MS and a Bruker Esquire 3000 plus iontrap ESI mass spectrometry were used for identifying isolated peptides and fragments generated from tryptic digestion. NMR spectra (compounds 1 and 2 shown in Scheme S1) were recorded on a 400 MHz Bruker Avance NMR spectrometer. OLYMPUS CKX41 was used for observing the ability of RGD-containg peptides to block U87 cells adhesion.
2) Oxidative folding of peptides. Fully reduced peptides were dissolved in 100 mM phosphate buffer (pH 7.4) containing 50 vol% DMSO and 0.2 mM GSSG to achieve a concentration of ~10 μM.
Two hours later, aliquots were taken into an empty tube and were immediately treated with 10% HPO 3 to quench the oxidative reactions. The samples were then analyzed by analytical HPLC (80 μL injection volume, 1.0 mL/min flow rate, isocratic with 5 vol% acetonitrile (0.1% trifluoroacetic acid) for 5 min followed by a linear gradient of acetonitrile ( 0.1% trifluoroacetic acid) over 90 min or 160min ( 5-80 vol%).
3) Analysis of disulfide pairing for cyclic peptides. Certain amounts of oxidative peptides (isolated by HPLC, ~1-30 μg) were dissolved in 90 μL phosphate buffer (100 mM, pH = 6), which were then digested by the addition of 10 μL aqueous solution of trypsin (1 mg/mL) at room temperature (~0.5 h). The digested fragments were then analyzed by LC-MS.
4) Synthesis of dithiol molecule
Scheme S1. Synthesis of dithiol molecule. mg, 20 μmol) and NHS (2.3 mg, 20 μmol) were added to 3 (4.3 mg, 10 μmol) in DMSO (500 μL).
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The mixture was stirred at ambient temperature for 4 h, and the crude was then purified by reversedphase HPLC (4.5 mg, 85.2%; purity, >95%). 1 v/v penicillin/streptomycin(penicillin: 10,000 U•mL -1 , streptomycin: 10,000 U•mL -1 )at 37 ℃ in a humidified atmosphere containing 5% CO 2 . Cells were passaged at about 80% cell confluency using a 0.25 % trypsin solution.
7) Integrin-dependent cell adhesion assay
Cell adhesion assays were evaluated by MTT. U87 cells were seeded in 24-well plates at an initial cell density of 80000 cells per well and grown overnight at 37 °C, 5% CO 2 . On the second day, the supernate was removed and several different concentrations of peptides were added to each well in 300 μL DMEM contained FBS, incubated at 37 °C, 5% CO 2 for 3 h. After that, the medium was removed and cells were washed three times with PBS to remove the detached cells. Then 300 μL fresh DMEM and 30 μL MTT (50 mg / mL) was added to each well. The cells were incubated for 4 h at 37 °C in culture hood. After that, remove the supernate and add 300 µl MTT solvent (DMSO).
Cover with tinfoil and agitate cells on orbital shaker for 15 min. The absorbance was then measured at 490 nm using an ELIASA reader (PerkinElmer Enspire®). The obtained absorbance was blank- b) mass spectra of fragments a and b labeled in the chromatogram.
Fragment analysis:
The arrow indicates the cleavage site of trypsin digestion. b) mass spectra of fragment a labeled in the chromatogram.
The arrow indicates the cleavage site of trypsin digestion. 
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